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Rationale for treating prostate cancer  
with specific-active immunotherapy
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♦ Prostate cancer patients do not have any effective 
treatments once they fail anti-androgen therapy (large 
unmet need)

♦ PSA (prostate specific antigen) is a tissue-specific
tumor associated antigen, and is secreted by normal 
and transformed prostate epithelial cells

♦ PSA-specific immune responses are detected in some 
prostate cancer patients, suggesting tolerance may be 
broken

♦ An anti-PSA immune response would only destroy the 
prostate and the tumor; no other tissues should be 
affected
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A DNA vaccine encoding PSA will generate a therapeutic 
cellular immune response against PSA-expressing tumor 
cells. 

Skewing this response toward Th1 by co-injecting an IL-18 
DNA adjuvant plasmid will enhance this immune 
response.
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Tumor model for evaluation of 
pPSA/pIL-18 DNA vaccine
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pIL-18 enhances tumor protection in 
pPSA-immunized mice
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Both CD4 and CD8 T cells are required for 
PSA-specific anti-tumor immunity
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Experimental design for immune response 
assessments
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pIL-18 immunization enhances early 
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pPSA + pIL-18 elicits a stronger Th1 
response than pPSA alone
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pPSA +/- pIL-18 enhances PSA-specific 
CTL responses
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ConclusionsConclusions

♦ pPSA DNA vaccine induces protection against PSA-expressing 
tumors in a Balb/c syngeneic model

♦ Suboptimal doses of pPSA are protective when pIL-18 is 
coadministered

♦ Both CD4+ and CD8+ T cells played an important role in in vivo 
tumor protection

♦ pPSA DNA vaccine elicited strong Th1 immune responses in 
Balb/c mice with increased CD4+ and CD8+ effector T cell 
frequencies. 

♦ pIL-18 enhanced the kinetics and intensity of the antigen-specific 
Th1 immune response elicited by pPSA

♦ IL-18 is a powerful adjuvant that enhances immune response 
induction and vaccine efficacy
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